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fT) (57) Abstract: Novel substituted benzylthiazolidine-2,4-dione derivatives capa- 

0 ble of. as a ligand of human peroxisome proliferator-activated receptor (PPAR), 

A'^M^^f^^'^t^''''^^^ enhancing the transcriptional activity of the receptor and showing effects of low- 

^ H j) J (1) ering blood sugar level and lowering lipid level; and a process for producing the 

O lleO^^^^'*'^^ 0 same. Substituted benzylthiazolidine-2,4-dione derivatives represented by general 

^ " formula ( 1 ), pharmaceuiically acceptable salts thereof and hydrates of the same: 

>^ wherein A represents pyridyl or cyclohexyl. 
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m m 

(PPAR t9^t) TIf-;^h^ ii^{3t:h PPAR T n =l h t VXmm 

s)Ast h^\t\:^ibm^ (ommmr-m^^tiri^^^iProc. sati. Acad. 

Sci., 1992, 89, 4653)o Z.<on PPARa (iSiJK^CDM'fbtg®;^ V>JfF 

{Endocrinology, 1995, 137, 354). filJte^Of^it-^ajISl^^jitCil 
(^Jx.{iTS/;i/ CoA^Uc^ms fllJK^i^^^ >;^^®' 
^^)if^^>;^^ -BLXy^U\^7.=rU-)V^^i&.mW.(D\Xm\Z 
H^l-r ST^ U >/-^^(AI.AIIsCIII)3te^ ©^M^IE^t {C$IJ 
^UTV^:5o PPAR/?{i#i^^BS^if tT^frP*3^M$i{cmjiB^ 
{C^Si LTV^So 31^;^T*li PPAR/?®^S6«JicaiCOV^-Cl±^BJ"e 

ppARr \t'mmmm\<zn%M\^x^^xmmm^(D^i\:,{zm^ u 

T V^ S ( J.Zj>7flf.^es.,1996, 37, 907)o ZOU^Z PPAR ©=&7''i' V 
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X. PPARa©^ V ^Ttf Y'^tf7.\^1S^mz'^\^%^^mm^^-k 
0 (J.5joi.CAeffl.,1998,273,29577)sPPARa CD^StS'fb illMFf 

^jy.xiv^^) ^ vyo^^fi^mmm^^^yf'^^m.i^ ppARrT-$> 

V^ 5 (£'/jt/ocrj77oio^7., 1996, 137, 4189, Cei7. , 1995,83, 803, 
Ce7i.,1995, 83>813) o ti!^ o T s PPARy ® ^^rStt^b S 

PPARrfSil'fblPJ (7'if-;^h) iiifliiiiET^a: bxmgT-^So 
Z(Dmz PPARi:i^ate^?S^®SIJiSifflBa{c^1-?>atgSt^*lftllt 

^^?>r>'^3fllM'^ti^iii5^1i^::|lt^^^S'J=£%;l^^^ PPAR1^{::t h 
0 PPAR U K bxagEi^^b t h PPAR >£rSi4^b b-5 ?)<b^i^ 

^ ij ^ f i> * *5 1 § n « M 4?) T itt M fiu ^ * - X A {c ^ i, jfii ma T 

ffi^^l-fb'&tl tbT®|g^ffl^75)Staft^tL^fc{:tT-^^o 
PPARa©'J**> Ki: bt PPARa tc^f -S^lP^S^^-T Sib^tltc 
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Ii7 7^ K ymoi^m^l:^^ LTB4®f&tw>> h ^ o-A P-450 J: 
S^'fb^^/hbT^DS HETE(b u >> jl ^ n h "7 >m)-^ 
HEPE( tKD:^r$/x^D'y-^>^x>K)||®x^3'9-y>fKs l^lc 

8- HETE.8-HEPE^AS|g^^^X V^^(/'/•oc.A^a^7./lca^/.5ci^,1997,94, 
312)o LA^ LCtiea)P«3H<4©^IS?0flifl6^^^i*:{i^-^iiJfi^{C*)>fb 

JNf UBS 61-85372 -^^ 1^ II BS 61-286376 -^^ i|^ll¥ 1-131169 "ts 1^ 
11 5p 2-83384 -t^ 5-213913 -t^ 4^ §fW 8-333355 "tx nm^^ 

9- 48771 -tx 9-169746 -tx 3 - P Ifl^ 0441605 "t. 
W0-92/07839-^^®5"Ty U >-2,4-i; :t >|j|^i$:^*s^P e> V> 

PPARaf^i&f^ffl^^g^ bTV^S^Nr^^^3|| bTJix WO-97/25042 
-ts WO-97/36579 "t^ A^fg^ ^ tlT ;S 3 n ^ Mtv ^ 0J 



wo 01/14350 



PCT/JPOO/05520 



4 



tl il£ ?>• 13 ® 7k ffi T* 5 o 
^ t n -S ^fe © f § o 

# ;t ^ S o ^ {C 1" J; ^ T- * -5 o 



0 



A N 




(1) 



wo 01/14350 



PCT/JPOO/05520 



5 



/>-0H 



MeO'^^ ho" 




MeO 



HO 
MeO 




(2) 



>=0 — ♦ 
N 

H «-xa 

7.^- J*. 1 



MeO 



H 



(1) 



A^NH, 



^ tl^it^mit&^i'i^m^ 8-333355 -t)© 



(3) 



wo 01/14350 



PCT/JPOO/05520 



6 

iD^J b "C b K D S>' ^ > y b U T y - ;^^ t K o ^ X 
^ i> > ^ K 3,4-iy t K D-3-t F D i> -4-;t =^ V -1 , 2, 3-^ > 
h U 7i^>^*5^tf ^n2>o S^&taig^ bTli-20°C*^^> lOO'CH 
X. tt^mizlt OViy^ 50VlZXmMt ^mifiX^ 
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immm i ) 

5-[(2,4-S^:t ^ V y U ^-S-'f ^;b]-2-^ h ^i^^B^B. 
(282mg,1.00mmol) s 2-tr=J V )VT ^ > (114mg,l•05mmol)^ l-[3-(iy ^ 

f-;uT^y)7"Pt^;i/ ]-3- x. ^ )iy ti )i -^r^ ^ k m ^ m 

(230mg,1.20inmol)Sr>' MAT-^*^ AT ^ K (5ml) ^^K^L. 

h - h U t Sl^^ 73.7mg(20%)®aM'fb^tJ^^ife^^ i: 
bTf#fco 

ill;^ 196.0- 197.0''C; 
Wm^^m ni/z371(M*); 
7r;m^1?fiii(%) CuHnN304S: 
H-^fii(%) C, 58.21; H, 4.61; N, 11.31. 
nmmm C, 57.98; H, 4.56; N, 11.40. 

immm 2-4) 
(mmm 2) 

N-\(3-\^ U ^;i/i-5-[(2.4--:/:t=^ v^T^y U >-5-^ 
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225.0~226.0'C; 
M*^1?f1ifi ni/z371(M*); 
^m^tfffiiW C18H17N3O4S: 
th^iii(%) C, 58.21; H, 4.61; N, 11.31. 
mmU(%) C, 58.29; H, 4.57; N, 11.44. 

(HJS^^J 3) 

N-\(4- b: u ;i/ > p< ^ ;i/ i-5-f (2,4- t/:t^v^T'J ^) v > -5- ^ ;i/ 1 ^ ^ 

gll;^ 214.0-215.0-0; 
KM^^fli m/z371(M*); 

ti-^^(%) C, 58.21; H, 4.61; N, 11.31. 
lliJfii(%) C, 58.08; H, 4.59; N, 11.38. 

(^J£«^J 4) 

iv-(>>^ D^:^>>;i/p< 5^;i/V5-r(2,4-->':?i-^ v^T^; U ix>-5-^ 
^;ui-2-^ h^->^>XT^ K 
181.0- 182.0-0; 

m/z 376(M*); 

t{-^||(%) C, 60.62; H, 6.43; N, 7.44. 
|ISlJfii(%) C, 60.61; H, 6.41; N, 7.49. 

{U,mm 1) 
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i$mLtz cHo mmi^. mm<Dts.^m^0 dna ^^mi$,t\i vm 

PPARaSt>'7 ® U ify \'f^^^miBiochemistry,1993,22,5598)t(Dm 

(STRATAGENE t>* ft gP^i^Pffl O /? ^ ^ h ^' — -^f ^7 7. ^ 

K(Proinega ^^1)^ iJ/J^^xi^ hT^ > {C T ^lfil?it^^ T n h ^ > 

3:.^i/3>Ltzo ^(DWiW.mt^mRv^nm^^m ( ppARr 

©^M^tli: LX h V y ^) ^ 'J > RVP \^ :t ^ V ^ 'J > . PPARa® 
^,^.^tJi: bT(8S)-HETE ) ^ DMSO IzmifiL. DMSOCDgi^aS 
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